Certain of the cyclic cationic polypeptide antibiotics, polymyxin B, colistin, and tyrocidine, prevent the lethal effect of endotoxin for chick embryos when admixed with the toxin prior to intravenous injection. In Table 1 ).
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The antibiotic-endotoxin ratio which could be tested in the Swiss-Webster mouse system, was, however, relatively small as compared with that which provides protection in chick embryos (see above). As the mice were relatively sensitive to polymyxin B, the antibiotic-endotoxin ratio could be increased only by decreasing the resistance of mice to endotoxin. This was accomplished by two methods, the first of which was blockade of the reticuloendothelial system with lead acetate (H. Selye, B. Tuchweber, and L. Bertok. J. Bacteriol. 91:884, 1966 toxin; an antibiotic-endotoxin ratio of approximately 300:1. These data demonstrate that polymyxin B prevents endotoxin lethality in adrenalectomized mice as well as in chick embryos, and suggest that the determining factor is the antibioticendotoxin ratio rather than the host system. This investigation was supported by a grant from The John A. Hartford Foundation, Inc., New York. N.Y.
